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3 (54) TOle: MODULATION OF APOLIPOPROTEIN C-TTT EXPRESSION 
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(57) Abstract: Compounds, compositions and methods are provided for modulating the expression of apolipoprotein C-IIT. 
^5 The compositions comprise oligonucleotides, targeted to nucleic acid encoding apolipoprotein C-IIL Methods of using these 
compounds for modulation of apolipoprotein C-ITI expression and for diagnosis and treatment of disease associated with expression 
of apolipoprotein C-III are provided. 
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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 
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1- (ZD Claims Nos.: 

because they relate to subject mailer not required to be searched by this Authority, namely; 



2. | 1 Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 



3. | 1 Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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Tin's International Searching Authority found multiple inventions in this international application, as follows: 
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searchable claims. 

2 I "1 As all searchable claims could be searched without effort justifying additional fees, this Authority did nol invite payment 
of any additional fees. 

3. 1 | As only some of the required additional search fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, specifically claims Nos.: 
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restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1-18 and 23 
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| 1 The additional search fees were accompanied by the applicant's protest but the applicable protest fee 
was not paid within the lime limit specified in the invitation. 

| | No protest accompanied the payment of additional search fees. 
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BOX III. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING 

This application contains the following inventions or groups of inventions which arc not so linked as to form a single general inventive 
concept under PCT Rule 13.1 . In order for all inventions to be examined, the appropriate additional examination fees must be paid. 

Group 1, claim(s) 1-18 and 23, drawn to an antisense compound 8 to 80 nucleobases in length targeted to a nucleic acid molecule encoding 
apolipoprotein C-II1 wherein said compound specifically hybridizes with SEQ ID NO: 4. 

Group 2, claim(s) 19, 24-33 and 34-55, drawn to a method of inhibiting the expression of apolipoprotein C-III in cells or tissues or of 
treating an animal comprising contacting said cells or tissues or administering to said animal an antisense compound of claim I. 

Group 3, claim(s) 20 and 21, drawn to a method of screening for a modulator of apolipoprotein C-III. 

Groups 4-6, claim(s) 22, drawn to a method for identifying the presence of apolipoprotein C-III in a sample using SEQ ID NO: 6, SEQ ID 
NO: 7 or SEQ ID NO: 8. 

The inventions listed as Groups 1-6 do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule 13.2, 
they lack the same or corresponding special technical features for the following reasons: 

The special technical feature of Group I, the first claimed invention, is an antisense compound 8 to 80 nucleobases in length targeted to a 
nucleic acid molecule encoding apolipoprotein C-HI wherein said compound specifically hybridizes with SEQ ID NO: 4. 

However, the inventions listed as Groups 1-6 do not relate to a single general inventive concept under PCT Rule 13. 1 because, under PCT 
Rule 13.2, they lack the same or corresponding special technical features for the following reasons: 

An antisense compound 8 to 80 nucleobases in length targeted to a nucleic acid molecule encoding apolipoprotein C-III wherein said 
compound specifically hybridizes with SEQ ID NO: 4 was known in the prior ait before the instant invention was made. See for example, 
Edwards et al. (US Patent 5,869,241) who disclose SEQ ID NO: 348, a 51 nucleobase compound that is targeted to and fully 
complementary to a nucleic acid molecule encoding apolipoprotein C-III (instant SEQ ID NO: 4) at nucleotide positions 349-399 (see col. 
55, Table 3; col. 277-SEQ ID NO: 348). In being fully complementary to instant SEQ ID NO: 4, SEQ ID NO: 348 orEdwards et al. is 
considered an antisense compound and will inhibit the expression of apolipoprotein C-III, absent evidence to the contrary. Therefore, this 
application lacks unity of invention because the special technical feature of this application does not make a contribution over the prior art. 

Moreover, claim 22 specifically claims nucleotide probes and primers of SEQ ID NOs: 5, 6 and 7, as listed. 

This international searching authority considers that the international application does nol comply with the requirements of unity of 
invention (Rules 13.1, 13.2 and 13.3) for the reasons indicated below: 

According to the guidelines in Section (Q(i)(a) of Annex B of the PCT Administrative Instructions, the special technical feature as defined 
by PCT Rule 13.2 shall be considered to be met when all the alternatives of a Markush-group are of similar nature. For chemical 
alternatives, such as the claimed polynucleotide sequences, the Markush group shall be regarded as being of similar nature when: 

(A) all alternatives have a common property or activity and 

(B) (1) a common structure is present, i.e., a significant structure is shared by all of the Alternatives or 
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(B)(2) in cases where ihe common structure cannot be the unifying criteria, ail alternatives belong to an art recognized class of compounds 
in the art to which the invention pertains. 

The instam nucleotide sequences churned, that are probe and primer sequences, are considered to be each separate inventions for the 
following reasons: 

The sequences do not meet the criteria of (A), common property or activity or (B)(2), art recognized class of compounds. Although the 
probe and primer sequences claimed in the instant application all target the apolipoprotein C-III gene, each probe or primer sequence 
behaves in a different way in the context of the claimed invention. Each sequence targets a different and specific region of apolipoprotein 
C-M gene and functions either to detect the presence of the apolipoprotein C-III mRNA or to allow amplification of the apolipoprotein C- 
III gene. Each member of the class of probes or primers cannot be substituted, one for the other, with the expectation that the same 
intended result would be achieved. Each probe will hybridize to a different and specific region and each primer will allow amplification of 
a different and specific region. 

Further, although the instant probe and primer sequences target the same gene, the sequences do not meet the criteria of (B)(1), as they do 
not share, one with another, a common core structure. Accordingly, unity of invention between the nucleotide sequences of the probes and 
primers claimed in the instant application is lacking and each nucleotide sequence claimed is considered to constitute a special technical 
feature. 

For PCTs: If the polynucleotide sequences of ihe instant invention are recited in the first claimed invention, Applicants will obtain a search 
of the first sequence listed in the claim. For every other sequence applicants wish to have searched, applicants need to elect the sequence 
and pay an additional fee. 

If the sequences are recited in the second or subsequent claimed invention, Applicants will need to elect the group and pay the fee to obtain 
a search of the first sequence listed in the claims encompassed by the second or subsequent group. For every other sequence in the 
second/subsequent group that applicants wish to have searched, applicants need to elect the sequence and pay an additional fee. 

In the instant case, the polynucleotide sequences of the instant invention are not recited in the first claimed invention. 

The special technical feature of Group I is an antisense compound 8 to 80 nucleobases in length targeted to a nucleic acid molecule 
encoding apolipoprotein C-lll wherein said compound specifically hybridizes with SEQ ID NO: 4. 

The special technical feature of Group 2 is a method of inhibiting the expression of apolipoprotein C-III in cells or tissues or of treating an 
animal comprising contacting said cells or tissues or administering to said animal an antisense compound of claim I. 

The special technical feature of Group 3 is a method of screening for a modulator of apolipoprotein C-III. 

The special technical feature of Groups 4-6 is a method for identifying the presence of apolipoprotein C-lll in a sample using one of SEQ 
ID NO: 6, SEQ ID NO: 7 or SEQ ID NO: 8, respectively. 
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